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Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 



This international Search Report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 



Claims Nos.: 

because they relate to subiect matter not required to be searched by this Authortty, namely: 

Remark: Although claim(s) 77 

is(are) directed to a method of treatment of the human/animal 
body, the search has been carried out and based on the alleged 
effects of the compound/composition. 

2. Claims Nos.: 

because they relate to parts of the International Application that do not comply with the prescribed requirements to such 
an extent that no meaningful International Search can be carried out. specifically: 



3. J Claims Nos.: 

because they are dependent claims and are not dratted in accordance with the second and third sentences of Rule 6.4(a). 



Box H Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 



1 . I I As all required additional search fees were timely paid by the applicant, this international Search Report covers all 
' 1 searchable claims. 



2. As alt searchable claims could be searched without effort justifying an additional fee. this Authority did not invite payment 

of any additional fee. 



3. I | As only some of the required additional search fees were timely paid by the applicant, this international Search Report 
i ' covers only those claims tor which fees were paid, specifically claims Nos.: 



4. | | No reauired additional search fees were timely paid by the applicant. Consequently, this international Search Report is 
restncted to the invention first mentioned in the claims: it is covered by claims Nos.: 



Remark on Protest | | The additional search tees were accompanied by the applicant's protest. 

| j rslo protest accompanied the payment of additional search fees. 
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Applicant's or agent's file reference 
6137. P CP 


See Notification of Transmittal of International 
FOR FURTHER ACTION Preliminary Examination Report (Form PCT/IPEA/416) 


International application No. 
PCT/US99/00371 


International filing date (day/month/year) 
12/01/1999 


Priority date (day/month/year) 
16/01/1998 



International Patent Classification (IPC) or national classification and IPC 
C12N 15/63 



Applicant 

PHARMACIA & UPJOHN COMPANY et al. 

1 . This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



2. This REPORT consists of a total of 6 sheets, including this cover sheet. 

□ This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 



3. This report contains indications relating to the following items: 



I 



J Basis of the report 

II □ Priority 

III □ Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

IV □ Lack of unity of invention 

V S Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 

citations and explanations suporting such statement 

VI □ Certain documents cited 

VII □ Certain defects in the international application 

VIII S Certain observations on the international application 



Date of submission of the demand 
21/07/1999 


Date of completion of this report 

29.03.2000 


Name and mailing address of the international 
preliminary examining authority: 

European Patent Office 

JjX} D-80298 Munich 

Tel. +49 89 2399 - 0 Tx: 523656 epmu d 
Fax: +49 89 2399 - 4465 


Authorized officer s^Z^T^^^ 

van Heusden. M u jj 

Telephone No. +49 89 2399 8145 x^^^/ 
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I. Basis of th report 

1 . This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Article 14 are referred to in this report as "originally filed" and are not annexed to 
the report since they do not contain amendments.): 

Description, pages: 

1 -30 as originally filed 

Claims, No.: 

1 -77 as originally filed 

Drawings, sheets: 

1/14-14/14 as originally filed 

2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings. sheets: 

3. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

4. Additional observations, if necessary: 
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V 



Reasoned statement under Article 35(2) with r gard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 



1 



Statement 



Novelty (N) 



Yes 
No: 



Claims 
Claims 



1-58. 60-77 
59 



Inventive step (IS) 



Yes 
No: 



Claims 
Claims 



1-77 



Industrial applicability (IA) 



Yes 
No: 



Claims 
Claims 



21-76 

1-20, 77 (?) 



2. Citations and explanations 
see separate sheet 

VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 

see separate sheet 
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Additional remarks to section V: 

1. Citations 

The documents mentioned in this IPER are numbered as in the International 
Search Report (ISR), i.e. D1 corresponds to the first document of the ISR etc. 

2. Novelty (Article 33(2) PCT) 

2.1 The present application discloses a process to allow the characterization of an 
essential microbial gene using a tetracycline-controllable element (TCE). 

2.2 The present application does not satisfy the criterion set forth in Article 33(2) PCT 
because the subject matter of claim 59 is not novel in respect of documents D4- 
D7. These documents disclose a tetracycline-controllable transcription promoter 
polynucleotide sequence (a promoter including a tet-operator) operably linked to a 
microbial gene (P-glucuronidase in D4 and P-galactosidase in D5-D7). 

3. Inventive step (Article 33(3) PCT) 

3.1 The present application does not satisfy the criterion set forth in Article 33(3) PCT 
because the subject matter of claims 1-77 does not involve an inventive step in 
view of documents D8 and D1-D7. The closest prior art to evaluate the 
inventiveness of claims 1-77 is document D8, which discloses a process to identify 
an essential microbial gene important to the microbe's ability to infect or sustain 
an infection in a mammal, by artificially (through genetic alteration) regulating the 
expression of said gene. The process disclosed in D8 differs from the present 
application in that the regulatory components used in the specific embodiment are 
the lac repressor and lac operon. Thus the problem to be solved by the present 
invention appears to be the provision of a further regulatory system to control the 
expression of an endogenous microbial gene. D8 suggests the use of other 
regulatory systems, and specifically suggests the use of tetracycline controllable 
elements (p. 40, I. 10-12; p. 41, L 11-12; p. 54, I. 15-17). In addition, the tet 
repressor/tet operon system is well known in the prior art (see D1-D7 and D9- 
D15) and thus no inventive step is needed to arrive at the subject matter of claims 
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1-77 of the present application. 
4. Industrial applicability (Article 33(4) PCT) 

The subject matter of claims 21-76 is industrially applicable. 

The subject matter of claims 1-20 and 77 includes methods of treatment of the 
human or animal body and is thus excluded from examination by Article 34(4)(a)(i) 
PCT in combination with Rule 67(iv) PCT. For the assessment of these claims on 
the question whether they are industrially applicable, no unified criteria exist in 
PCT. The patentability can also be dependent upon the formulation of the claims. 
The EPO, for example, does not recognize as industrially applicable the subject 
matter of claims to the use of a compound in medical treatment, but will allow, 
however, claims to a known compound for first use in medical treatment and the 
use of such a compound for the manufacture of a medicament for a new medical 
treatment. 

The applicant is already informed that in the case of a European application, 
claims 1-20 and 77 are not allowable because 'methods of treatment of human or 
animal body by surgery or by therapy and diagnostic methods practised on the 
human or animal body shall not be regarded as inventions which are susceptible 
of industrial application'. 

Additional remarks to section VIII: 

The following objections are raised under Article 6 PCT concerning the clarity of the 
claims: 

1 . The dependence of many of the claims is incorrect: e.g. claim 1 6 refers to the 

recombinant bacterium of claim 1, in which there is no reference to a recombinant 
bacterium. Claim 17 relates to the Staphylococcus species of claim 1, in which 
there is no reference to a Staphylococcus species. Claims 37 and 38 refer to the 
reporter gene of claim 21, in which there is no reference to a reporter gene- 
Claims 39 and 40 refer to the tetracycline resistance protein of claim 21, in which 
there is no reference to a tetracycline resistance protein. Claim 41 relates to the 
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tetracycline repressor of claim 21, in which there is no reference to a tetracycline 
repressor. 

2. Several claims are redundant or contain redundant wording: e.g. claim 36 is 
identical to claim 34. The subject matter of claim 25 is an embodiment of claim 43. 
Similarly, claim 27 is an embodiment of claim 44. Claim 45 is identical to claim 29. 
Also claim 70 is identical to claim 29. Claim 71 is identical to claim 30. Claim 72 is 
identical to claim 47. Claim 46 is a specific embodiment of the DNA molecule of 
claim 21 and should therefore depend on claim 21. The same applies to claim 59. 
In summary, the dependency of the claims absolutely lacks clarity and the wording 
of the claims lacks conciseness in that undue repetition of wording is used 
throughout the claims. 

3. Apart from TCE, also the tet-repressor and the tet-resistance genes are essential 
features of the present alleged invention, which features are lacking from the 
independent claims. 

4. The subject matter of claims 76 and 77, in which a reference to TCE is lacking, 
lacks clarity in that it is not clear how they relate to the remainder of the 
application. In fact, 'growing E. coli in the presence of tetracycline' falls within the 
scope of claim 76 (the E. coli tet resistance gene being an endogenous 
prokaryotic gene regulated by tetracycline). 
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